. Cardiovascular characteristics. Apoe -/and BPH/Apoe -/mice were fed a WTD for 16 wks. Using radiotelemetry mice were assessed for SAP, DAP, MAP along with HR and activity. These measurements were recorded pre and post-WTD. Data are presented as mean ± SEM where *p<0.05 (Student's t-test) n=10
. Bone marrow microenvironment alteration in sympathetic activation. A) Real time qPCR was used to assess mRNA expression levels of BM Cxcl12. B-D) BloodSpot (Online software) generation of a hierarchal myeloid tree depicting the expression of the adrenergic receptors b-1, b-2, b-3. E) BPH/Apoe +/+ mice were treated with the β2 specific antagonist ICI-118551 for 2 weeks and blood HSPCs assessed via flow cytometry. F) Latent MMP9 levels assessed by gelatin zymography. G) mRNA expression levels of BM Cxcr4. H) BM neutrophils were stimulated with NA ± ICI-118551 and the harvested supernatant was incubated with BM HSPCs to assess CXCR4 cleavage via flow cytometry. Data are presented as mean ± SEM where *p<0.05 measured by a One-Way ANOVA. A) n=5-9, E) n=4, F) n= 4, G) n=5-9, H) n=6. 
PCR primer sequences

Methods
Animal Models: Apoe -/mice were purchased from Jackson Laboratories and bred at the AMREP Animal centre. To generate hypertensive Apoe -/mice, BPH/2J mice were crossed with Apoe -/mice to produce BPH/2J x Apoe -/-(BPH/Apoe -/-) mice. At 6 weeks of age, male Apoe -/and BPH/ Apoe -/mice were placed on a western type diet (WTD -SF00-219, Specialty Feeds, Australia. 21% fat, 0.15% cholesterol) for 16 weeks. In the first cohort of mice, age-matched mice Apoe -/and BPH/Apoe -/were placed on a WTD for 16 weeks for end-point analysis. In a second cohort of mice, obtained from a new set of breeders, three groups of aged-matched mice were employed: 1) Apoe -/-, 2) BPH/Apoe -/and 3) BPH/ Apoe -/-+ propranolol (0.5g/L; administered via drinking water for the duration of the WTD feeding).
For the propranolol group, mice consumed on average 2.5ml of water amounting to an average daily dose of 35-40mg/kg/daily of propranolol.
To determine the effect of specific β2-adrenoreceptor blockade on HSPC mobilization and blood pressure we used BPH mice on an Apoe +/+ background. The mice were injected daily with ICI-118551 (5mg/kg; Abcam, AUS) for 2 weeks.
All animal experiments were approved by the AMREP Animal Ethics Committee and conducted in accordance with the Australian code of practice for the care and use of animals for scientific purposes as stipulated by the National Health and Medical Research Council of Australia. All mice were housed in a normal light and dark cycle and had ad libitum access to food and water.
Lesion Analysis: Mice were perfused with saline before heart and aorta collection. The aorta was dissociated from the heart at the point of entry between the highest point of the atria and fixed in PFA for further analysis (described below). The heart was dissected so that the upper region of the heart containing the aortic sinus was retained and frozen in optimal cutting temperature (OCT) compound. Serial 6μm sections of the proximal aorta were harvested on a cryostat at -20°C. Images were captured on an Olympus BX61 microscope, whereas collagen was imaged using polarised light. Image quantification was performed using Adobe Photoshop CC.
H&E staining: Sections were fixed (4min, 10% neutral buffered formalin), washed in PBS (4min), stained in Mayer's Haematoxylin (15min) and washed with running tap water before blueing in Scott's tap water for 30secs. The slides were then put in 95% ethanol (10 dips), stained in buffered alcoholic eosin (8min), dehydrated in absolute ethanol, cleared with xylene and coverslips were mounted using depex.
Oil Red O (lipid) staining:
Sectioned lesions were fixed in 10% buffered formalin (4mins), washed in PBS (4min), dipped in 60% isopropanol before staining in 60% ORO working solution (2hrs, stock solution: 1% ORO powder in isopropanol). The slides were then washed in 60% isopropanol and distilled water. Sections were stained in Mayer's Haematoxylin (4mins), washed in tap and distilled water (3min each) and mounted with aquamount.
CD68 (macrophage) staining: Sections were thawed and fixed with paraformaldehyde (4%, 20min), washed in PBS (2x5min), incubated in pre-chilled 3% H2O2 in methanol (20min) and then washed in PBS (2x5min). Each section was blocked with normal goat serum (NGS, 10%, 30min), incubated with AVIDIN blocking solution (15min), rinsed in PBS and then incubated with rat anti-mouse CD68 primary antibody (1:200, 5% NGS, 4°C) overnight. The slides were then washed in PBS (2x5min) before being incubated with the secondary antibody (1:100, 5% NGS, 30min). Next, the sections were washed in PBS (2x5min), incubated with ABC avidin/biotin complex (30min) and DAB solution. Staining reaction was terminated with distilled water. The sections were counterstained with Mayer Haematoxylin for 15sec and rinsed in tap water before blueing in scotts tap water and washing in tap water. Finally, slides were dehydrated in ethanol (95% 3min, 100% 3x3min), cleared in xylene (2x5min) and mounted with depex.
Picosirius (collagen) staining:
Sections were thawed and fixed in pre-chilled acetone (15min), washed in PBS (2x5min), stained in 0.1% Sirius red F3BA (1hr) and then washed in 0.01M HCl (2min). Subsequently, the slides were then dehydrated in alcohol (95%, 5mins; 100%, 2x5min), cleared in xylene (2x5min) and mounted with depex. Sections were imaged on Olympus BX61 microscope under brightfield and polarised light.
Aortic Arch Lipid Analysis: Lipid content, as a readout of atherosclerotic plaques in the aortic arch was measured by en face analysis. Dissected aortas were fixed in PFA, with fat and connective tissue removed from the outer layers of the vessel prior to staining. The aorta was then cut longitudinally and stained with ORO. After washing, the stained aortas were mounting on a silicone coated dish. Aortas were viewed on an Olympus SZX10 and captured using Q-Capture Pro 7 (QImaging) software. Quantification of ORO staining was performed off-line using Adobe Photoshop CC5.
Total Plasma Cholesterol: The Wako total cholesterol kit was used to measure plasma cholesterol as previously described 26 .
Blood Pressure Measurements:
Tail Cuff method: Systolic blood pressure (SBP) was measured in all mice (prior to WTD administration) and after 16 weeks of feeding using the non-invasive tail cuff plethysmography technique. A MC4000 blood pressure analysis system (Hatteras Instruments) was used with a 37 o C pre-heated stage. Mice were placed in restrainers with tails placed through a cuff and onto a heart rate monitor. Mice remained in restraints for 5 mins to allow acclimatisation after which 5 preliminary BP measurement cycles were run to ensure BP was detectable. Ten measurement cycles were then performed to ensure correct readings, the average of the readings for systolic, diastolic and mean arterial blood pressure were recorded.
Blood pressure telemetry:
Under isoflurane open circuit anaesthesia (1.5-2.5%) Apoe -/and BPH/Apoe -/mice were implanted with radiotelemetry devices weighing 1.4g and approximately 10mm in length (TA11PA-C10; DataSciences International (DSI), St Paul, USA) as previously described. 27 Following a 10-day recovery from surgery, 1 min averages of pulsatile arterial blood pressure readings and locomotor activity were recorded continuously over a 72-hour period sampled at 100 Hz as previously described. 28 Mean arterial pressure and heart rate were analysed in Labview. 29
Vessel reactivity:
Preparation of vessels: Mice were ethuanased via CO2 asphyxiation which was confirmed by cessation of corneal and pedal reflexes. The thoracic aorta was removed and placed in ice-
